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AB BACKGROUND: An increased tendency for thromboembolism is a well known 

problem of inflammatory bowel disease (IBD) . Microvascular thrombosis has 
also been claimed as a pathogenic factor in IBD. Recently a point 
mutation in the gene coding factor V (FV Leiden) has been 
identified in various thromboembolic diseases, but the role in IBD is 
unknown. OBJECTIVE: To determine the frequency of FV Leiden in IBD 
patients and compare with a group of controls. METHODS: Sixty-three IBD 
patients [43 ulcerative colitis (UC) 

patients and 20 Crohn's disease (CD) patients] and 36 healthy 

controls were included in the study. Only one of the UC patients 

had a history of cerebral thromboembolism. The extracted DNA from frozen 

blood was subjected to polymerase chain reaction for the amplification of 

FV gene. The amplicons were hybridized both with the mutant and wild-type 

probes to detect FV mutation. Readings of optical density above 

0.3 were considered as positive results. According to the patterns of 

ELISA, heterozygosity and homozygosity for normal and mutant alleles were 

determined. RESULTS: Eight (18%) of UC patients were 

heterozygous normal and one (2%) patient had homozygous mutation 

. Eight (45%) of the 20 CD patients had a heterozygous pattern 

and one (5%) had a homozygous pattern. In the control group four (11%) 

subjects showed a heterozygous genotype. FV Leiden was found to be 

statistically more frequent in CD patients (P < 0.005) (odds 

ratio 6.5, 95% confidence interval 1.3-18.), but not in the TJC 

patients as compared with controls (P> 0.05). There was no significant 

correlation between FV Leiden presence and disease activity, gender or 

disease duration for both UC and CD. CONCLUSION: The 

results suggest that FV Leiden is more frequent in CD patients, 

but not in the UC patients as compared with controls. The high 

rate of factor V mutation in our CD patients suggests 

the need for further studies to confirm a relationship between this 

mutation and aetiology of the disease. 
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AB Inflammatory bowel disease (IBD) is a chronic relapsing disorder affecting 

the gastro-intestinal tract and is subdivided into two main subtypes: 

Crohn's disease (CD) and ulcerative colitis 

(ITC) . Although the aetiology of IBD is unknown, a strong genetic 
susceptibility is suggested and different candidate regions have been 
identified for both CD and UC. The IBD1 region on 

chromosome 16 has been confirmed to be important for susceptibility to 
CD, whereas conflicting evidence has been obtained for UC 
. We performed a combined linkage and segregation analysis in the 
identified IBD1 region on a sample of 82 extended families with IBD using 
a parametric method implemented in the computer program COMDS . This 
approach allows simultaneous evaluation of linkage while estimating the 
mode of inheritance and to include severity of the trait to characterise 
the CD and UC phenotypes. Our results are consistent 

with the presence of a major gene in the IBD1 region close to D16S408 

involved in both UC and CD. Furthermore, our data 

support evidence that a single mutation in the gene leads more 

frequently to UC, whereas inheritance of two mutant alleles 

results in the more severe CD. In our study the IBD1 locus was 

found to have a major role in IBD predisposition in the Italian 

population. 
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AB An increasing body of evidence supports the concept of genetic 

heterogeneity within inflammatory bowel disease (IBD) . In this study, a 
polymorphism of the motilin gene, which determines an amino acid 
substitution in the motilin protein, has been investigated in IBD 
patients. Fifty patients with ulcerative colitis ( 
UC) , and 52 with Crohn's disease (CD) were investigated 
for anti-neutrophil cytoplasmatic antibodies (ANCA) and the 
polymorphism in the second exon of the motilin gene. Sixty 
unrelated blood donors served as controls. ANCA were found in 30% of 
UC and 13% of CD. In controls the DNA 

polymorphism identified two alleles (1 and 2) at a frequency of 

42% and 58%, respectively. Patients with either UC or CD 

showed a slight increase in the frequency of allele 2 (69% and 60%, 

respectively; P > 0.05 vs controls). This allele was predominant in 

ANCA-positive CD patients (86%; P < 0.04) while in UC 

it did not differ. All ANCA-positive CD patients had the disease 

confined to the colon. A polymorphism of second exon of the 

motilin gene, leading to a protein variant, is significantly more frequent 

in the subset of ANCA-positive CD patients. This subgroup of 

patients appears to share peculiar genetic and clinical features. 
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AB CARD 15 /NOD 2 encodes a protein involved in bacterial recognition by 

monocytes. Mutations in CARD 15 have recently been found in 

patients with Crohn disease (CD) , a chronic inflammatory 

condition of the digestive tract. Here, we report the mutational analyses 
of CARD 15 in 453 patients with CD, including 166 sporadic and 
287 familial cases, 159 patients with ulcerative colitis 
(UC) , and 103 healthy control subjects. Of 67 sequence 
variations identified, 9 had an allele frequency >5% in patients with 
CD. Six of them were considered to be polymorphisms, and 
three (R702W, G908R, and 1007fs) were confirmed to be independently 
associated with susceptibility to CD. Also considered as 
potential disease-causing mutations (DCMs) were 27 rare 
additional mutations. The three main variants (R702W, G908R, and 
1007fs) represented 32%, 18%, and 31%, respectively, of the total 
CD mutations, whereas the total of the 2 7 rare 
mutations represented 19% of DCMs. Altogether, 93% of the 
mutations were located in the distal third of the gene. No 
mutations were found to be associated with UC. In 
contrast, 50% of patients with CD carried at least one DCM, 
including 17% who had a double mutation. This observation 
confirmed the gene-dosage effect in CD. The patients with 
double -dose mutations were characterized by a younger age at 
onset (16.9 years vs. 19.8 years; P=.01), a more frequent stricturing 
phenotype (53% vs. 28%; P=. 00003; odds ratio 2.92), and a less frequent 
colonic involvement (43% vs. 62%; P=.003; odds ratio 0.44) than were seen 
in those patients who had no mutation. The severity of the 
disease and extraintestinal manifestations were not different for any of 
the CARD 15 genotypes. The proportion of familial and sporadic cases and 
the proportion of patients with smoking habits were similar in the groups 
of patients with CD with or without mutation. These 

findings provide tools for a DNA-based test of susceptibility and for 
genetic counseling in inflammatory bowel disease. 
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AB BACKGROUND & AIMS: Mutations in the N0D2 gene are strongly 
associated with susceptibility to Crohn's disease (CD). We 
analyzed a large cohort of European patients with inflammatory bowel 
disease to determine which mutations confer susceptibility, the 
degree of risk conferred, their prevalence in familial and sporadic forms 
of the disease, and whether they are associated with site of disease. 
METHODS: Individuals were genotyped for 4 NOD2 mutations: P268S, 
R702W, G908R, and 3020insC. Allelic transmission distortion to 531 
CD- and 337 ulcerative colitis-affected 

offspring was assessed by the transmission disequilibrium test. 
Association was also tested in an independent cohort of 995 patients with 
inflammatory bowel disease and 2 90 controls. Cases were stratified by 
disease site and compared across N0D2 genotypes. RESULTS: R702W, G908R, 
and 3020insC were strongly associated with CD but not with 
ulcerative colitis. Linkage disequilibrium was observed 
between P268S and the other mutations, forming 3 independent 
disease haplotypes. Genotype relative risks were 3.0 for mutation 
heterozygotes and 23.4 for homozygotes or compound heterozygotes . The 
frequency of N0D2 mutations was higher in cases from families 
affected only with CD and was significantly increased in 

ileal-specif ic disease cases compared with colon-specific disease (26.9% 
vs. 12.7%, P = 0.0004). CONCLUSIONS: The R702W, G908R, and 3020insC 
mutations are strong independent risk factors for CD and 
are associated particularly with ileal disease. 
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